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1 HARNSTOFFDERfVATE, DEREN HERSTELLUNG SOWIE DIESE 
ENTHALTENDE PHARMAZEUTISCHE 

ZUSAMMENSETZUNGENHARNSTOFFDERIVATE, DEREN 
HERSTELLUNG SOWIE DIESE ENTHALTENDE PHARMAZEUTISCHE 
ZUSAMMENSETZUNGEN 

Publication info: AT115558T T - 1994-12-15 

2 Urea derivatives and salts thereof, pharmaceutical compositions 
containing the same, and methods for producing the same 

Publication Info: AU643759 B2 - 1993-11-25 

3 UREA DERIVATIVES AND SALTS THEREOF, PHARMACEUTICAL 
COMPOSITIONS CONTAINING THE SAME, AND METHODS FOR 
PRODUCING THE SAME 

Publication info: AU7276291 A - 1991-09-12 

4 UREA DERIVATIVES AND SALTS THEREOF, PHARMACEUTICAL 
COMPOSITIONS CONTAINING THE SAME, AND METHODS FOR 
PRODUCING THE SAME 

Publication Info: CA2037669 Al - 1991-09-13 

5 UREA DERIVATIVES AND SALTS THEREOF, PHARMACEUTICAL 
COMPOSITIONS CONTAINING SAME, AND METHODS FOR 
PRODUCING SAME 

Publication info: CN1024790C C - 1994-06-01 
CN1054766 A - 1991-09-25 

6 Urea derivatives, their production, and pharmaceutical compositions 
containing them 

Publication info: DE69105786D Dl - 1995-01-26 

7 Urea derivatives, their production, and pharmaceutical compositions 
containing them 

Publication info: DE69105786T T2 - 1995-04-27 

8 Urea derivatives, their production, and pharmaceutical compositions 
containing them 

Publication info: DK447116T T3 - 1995-05-15 

9 Urea derivatives, their production, and pharmaceutical compositions 
containing them 

Publication info: EP0447116 Al - 1991-09-18 
EP0447116 Bl - 1994-12-14 

10 Urea derivatives, their production, and pharmaceutical compositions 
containing them 

Publication info: ES2068497T T3 - 1995-04-16 

11 Urea derivatives, their production, and pharmaceutical compositions 
containing them 

Publication info: FI911189 A - 1991-09-13 

FI911189D DO - 1991-03-11 

12 Urea derivatives, their production, and pharmaceutical compositions 
containing them 

Publication info: GR3015149T T3 - 1995-05-31 

13 PROCESS FOR PRODUCING UREA DERIVATIVES AND 
PHARMACEUTICAL COMPOSITIONS COMPRISING SUCH 
COMPOUNDS AS ACTIVE INGREDIENT 

Publication info: HU57712 A2 - 1991-12-30 

HU910784D DO - 1991-09-30 

14 UREA DERIVATIVES, THEIR PRODUCTION, AND 
PHARMACEUTICALCOMPOSITIONS CONTAINING THEM 

Publication info: IE910780 Al - 1991-09-25 

15 UREA DERIVATIVE OR SALT THEREOF 

Publication info: JP4234839 A - 1992-08-24 

16 Urea derivatives and salts thereof in method for inhibiting the ACAT 
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* Publication info: US5258405 A - 1993-11-02 

17 Urea derivatives and salts thereof 

^ Publication info: US5420348 A - 1995-05-30 



Data supplied from the esp@cenet database - Worldwide 



hltp://v3.espacenet.com/family?sf=n&FIRST=1&F=8&CY=ep&LG=en&PN=JP4234.. 



2005/03/30 



<19)B*BM«OT (JP) (12) ^ |fj §^ £ $H (A) 



ij^rJ ¥4 -234839 

(43)&HB ¥j£4¥(1992)8J?24B 



(so into. 5 wmwm irtoim%n fi ^s^ffi^f 

C 0 7 C 275/28 6917 - 4H 

A6 1K 31/17 ADN 8413-4C 

AED 8413-4C 

31/31 ABX 8413-4C 

C 0 7 C 275/30 6917 - 4H 



(21)ttiiB#*t 


#8^3-125667 


(71)W«A 


000006677 










(22) mm a 


¥$3^(1991) 3 /! 11 B 




JfOKIB+ifeK B***BT 2 Ti 3 #1 






(72) BE* 


&n mm 




#IS¥2-60754 




*aawil*nt^*llj*6i4 x>^)W\ 


(32)ffi5fe3 


¥2 (1990) 3 812 B 








B* (JP) 


(72)»W# 










^ttS»-r)<«m#B2-35-2 Xh7- 








;V#B 403*1 






(72)fg?B# 










^fc^ < (£rf>-©K 2-5-9 








«S303^ 






(74)ftSA 


#a± g# #H Wife) 











(54) iKwwzm msmmttxttoML 



(57) [gift] 

[ttft] TSH-fliiS (I) 
[flsi] 

o 

>-C-NH-R* 
ft' 

CSWR' fiM>fc<ifci i«&±6«*Iim:J:«& 

* L/TA awt^xawMk i nm 6 ©esaei, < 
*©« 

ACAT»*ftHirr*i:fclCJ:D, 

xd-;W©KjK&»<HU *fc£fl:»»&ffi>tf -5© 



(2) 



®M¥4 - 2 3 4 8 3 9 

2 



1 



HfclJ 



n*. coot,, rf-a-^msmitmt, qmRu 

Jmmmom®., #lcnux^n-j|,xxx;U©#iaS; 




NH-R* 
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7 >X 7x7—1? (Ac y 1 - Co A Cholest 
erol acyl-transferase (AC A 
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•Sfig'&^SIiCSS, R 2 \t7Vyi"\»/ F£#LTV> BftglcStt-Sn kXxn-jUxXT^I^ffifflSJBteAC 

Tfefc^v^D?;^^*, R 3 tt^-XttSfc?*: AT»*C0lilIDtBI«UT^^. «£oT, ACAT#& 

<«^«7;i/+i^>s&s*T5. ] ■VK-znzmmm [0006] &®*<DnuxT-u-)mmm<Dzi 

l/XxD-^tUT®iRSn, ACAT»3gro^ffit<fc 

[»#82] ±ies; (i) ©r 1 *t7;^i/xji/ST* oxxTMWfcsnfc©^, rt-f ds^d^^-cms* 

Sff^lfEKrof^StSSfrXte*©*!. tCflWi 3*1-5. ftoTACAT»jft©|Igtt, £$1*3 

tw*^3] ±ies (i) or 1 i)iyjLi->hu=.)vs u^f-u-jvomm^^u^mL, zzizmfoiz 

[§t#«4] ±|5S (I) ©R 1 ^7;^kx;vs-cfe Wf&sns. 

0^-LTR 3 ^3-a©ffi«R7;V*;USTH«ISn^7x [0 0 0 7] ^HftfftHKftil^ 1 1 3 6 8 4^ 

~)mr&m&miiEM<Dmmm&#x}z*<DM. wmm (19 8 3) », ACATgNgEis&fts^-rs 

m#J%5l l-^DA^-l- ^5S©Sgimsg*«fcr;5 1 ^^6.^-5ei7T-D-A 

XJM:fJ» -3- (2, 4, 6-MJ^fJP7xr ft»i!l«&lfcS;ffl£gl§*l.T^S. ifcfclfcWtiJia&IISgO 
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mmommumm) [ooos] 
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•5. [0009] 

[0002] MmzmvrrzfttbiD^m *%w<Dmm\mm-® 

Wb2] 5C (I) -r?^3n-5S?!lg|^Xtti5-©i[S^-r.5r 



[0 0 0 3] (5£*. R 1 «'>^<tfcl 1«£U:©& 40 ®<Dit$®> (I) tt, migSI«#:^7^k>SSr^l, 

S ; tUTViTt>A^>'7D7;P*;PS. R> »ADy> fc©Ti&-5. 

irf, ffi»7;v*;ua, 73ysxtt ; &-/eu<«v?fi [ooio] -»s (i) ©sgicfcu-c, 

!R7;i'*^75ysTg«$nTViTt>^7xxji/S fci imu±c>fo$!g : ?£Qtezt&&mmmisz&} tv 

Xlif h7b Fdt-7^SS, Attm«g-&Xli^Sc Ttt, W^li^^l/^S, 7>h7ir^Jl/S, i>t 

175S6©it®«b<tt^tt7;P+^>S^-r. £CT FU7>h7-fex;VS. 7it> h WXJI/g, 6, 7, 

3$) 8, 9-f h7t KD-5H-^> , /v'^Da7t-J1' 

[0004] g. 2, 3--7tHD-lH-^X [+] -f>T- 

H£*©ttffi] Jto^&CWSnU'XxD-^cjSfctat ih-^>X[+] -f>r=M, S^OVX 

SWKaR14^ia^S^tJ^^SC©igHi:bT^f^ 50 as — f >^-fex;US, s—f>y-fexJV 
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ML tf7xXl/X;Pg^T*£. 

[0 0 11] St, r^ijf v'A-y F&*bT^Tt>6 
V>5/*D7JW;H6j tt, JftgftSftSl 8fl*Sft« 

v^nT^g, •>? a isfu^'sfr 
©tt^»67>Ml 0<B©S^n7.n4MI/g-C<&5. 

[0 0 12} rAny>MT, ffiR7;i*;ws, 75/ 

»7;V*;«i:UTtt, ^*»*U75M5ffl©jt«ttX 
tt£tttt©7;l*;l*T*T3T, MAM!. X 
7dfcfJUg, 7?^£, -fV 

7?^g, s e c -73^5, t e r t -^VS, ^ 
>3\>l-g (75 JUS) , -f'M^JH t e r t - A 
>^S, ^tfO^S, 1 -*<?*7?jl*. 2- 
j^l^^g, 1, 2-V*?-)\,y'U\£)V2ft1filZ. 
&, ; E/«L-<ti^<£i»7;P*^75ySi:L.m ± 

§E©&8fc7 ;u*;ps© i xe 2 ra-ea&s wt 7 5 / s 

[0013] rnf.©;NDy>M^, <s®7^*^s, 
75 /&x\&tj%\,< «^ffiiR7^;u75 ysa. 
cnsoR-xttUtt* fe©*»7x-;i/Sic 1 mmm 
nx^xt^b, *fc«ft««*anx»r>T%±t>. 

r©«fc^^@^7x^S©0i|i:UT«, 2, 4, 6- 
hU7JW*D7xn;WS, 2, 6-^fJl/7i^ 
S, 2, 6->*X^7x-Jl/S, 2, 4, 6-b'J* 
^7xx;l/S, 2, 4, G-hVX?)l>yx=.)im, 

4-7'aV)iyx-)vm, 2, 6-^v7 , Dtr;V7x 

XJUg, 4- t -7^P7iX;l/S, 4-^^^1/75 

[0014] -«jc (i) Tr*an*ft^ftRMt«»j« 
n«. fffliiscfitnii tut m:*ssk. 3-7 

->x<?K, *X>K, 3A£&, 7T-^K, TM> 

(Siftifc) 

[0 0 15] *ftlflK:J;D ItftS n«4fcfttt (I) tttt 

^©^siciosjg-r-s^t^Tt-s. 6(Ti;:-£©tt£ 
miss 
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jN-C-NH-R' 



a) 



10 [0 0 17] XliADy^K^fS, R 4 tt7x 

-)v&x\miR7)v*)i&*:7rrr. &>t, am 
©fl:£to (i) te-fiss; (iv) x^$n*75/^'& 

(III) -C^Sn«^llADyMI;-&!Bj 
SS^S^Jl'ASVKXXT-JVtUfc©*., HK, - 

«sc (i i) Twanafc^fctrafcattscifcio 
[0018] -K3C (din r^sns^ADy 

20 T-&-5. *fc. £j££«EiI3tt£&«>K&&;t;'J'7A, 
iSK^HJ^A, ^Kfl^HJ^A, TKKfcfr'J^A, 
MJX3^75>, N, N-v^^7X'J>©*D^«[ 

[0 0 19] Kl&mmtLXte, N, 
Dn^^>, ^^DDX^>^©^jgftfi5»-c*n«Vi 

-rtiTt><k^. -*5S (iv) -e^sns 

75/fl:^»t*«/NDy>ft#» din tfflH^ 

tuins.>mxxy L )vt<t^m (in ©afcf'fenT 

[0 0 2 0] 

Mb4] 
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^NH + Rf-NCO 
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(V) 
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CO 

[0 0 2 1] *^w©^-&% ( 1 ) it, hss; (II) 
T^Sn-575yft'&tl 1 i:, -«S (VI) X-ffiZtlZ 
-i V 3/7^— Mb#*i: *E«a ** C t C J: 0 ft* !1 
-«5C (V) T?^Sns-fV'>7^— h-ft 

(in T^an-5ft^titc«Las^« 

SO Wifim^tlZ. RfBitN, N-^^9 1 Jl/3tc^A75 
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H, KU^> a ^>*?>, HVx>, ^**lf>, fb 
[0 0 2 2] 

Mb 5] 

^NH+X-C-NHI? 



O 

> R*-A v || 

^N-C-NHR" 

0) 

[0 0 2 3] (I) (I I) T 

^ $ 7 ^ y fc—«sc (vi) 7?sstisAD 

SiStt, (in Tsan*75yft^» a? 
twitmt*fror\u>f>to&m (vi) ££n, n- 

^?;V**AT3F, Hkr>, SJ*** 

>, rh7tFD77>, x-xJk ^ddt^A, 5? 

[0 0 2 4] COi5tlTM3n&*»Wft^» 
(I) ttaH©****Vi|4*fi!)iKil/T1W*fc±Dji 
IK*«^M:|t*UWIIttM3n«. ¥«, MSB, tt 30 

[0 0 2 5] 

hJV«. Mass teft*##f<8i£, I RttftftSR 

[0 0 2 6] 1 

7^> 

2-^a;W7;^U>2. 2 7g (11. 7m mo 
l)R^D^;P7^>l'3 9g (12. 3m 
mo 1) $12 OtCHWUmU;. flffift, tt 
£ETfc«SU mmzx.?J-)V (3 0ml) 

MJ2A0. 44g (11. 7m mol) 
£SD;LT0. 5B#IWJ8#L;t 0 * (10 0ml) 
tf. ^n^^DD^Jl/ATlftffl^ (8 0ml X20) , 



#ffl¥4-2 3 4 839 

5 

1 H-NMR (dppm, 2^DD#J!/A*) 

2. 70 (1H, m) , 3. 79 (2H, s) , 3. 8 

3 (2H, s) 

Mass m/z 2 9 1 (M + ) H&KLTKTcDfc 

[0027] 2 

N-^^D^^^ N- (9-7xt>M/rjI/) * 

1 H-NMR (dppm, 1*DD*MW 

2. 84 (1H, m) , 4. 2 3 (2H, s) , 8. 6 
5 (2H, m) 

[0 0 2 8] ##M 3 
N— S^O'V/WP N- (6, 7, 8, 9-T-h^t 
HO— 5H-^>yy^DA^f>- 5 ->f;W 7^> 
1 H-NMR ((Jppm, a^nDafr^At) 

3. 9 5 (1H, m) , 4. 9 2 (1H, m) , 7. 1 

0 (4H, m) 

[0 0 2 9] 4 
N-i/^DA^ N— (2-7x±>hl/X;W ;* 

2-^fJl/7xt>M/>2. OOg (10. 4m m 
ol) SN-^D^X^^W5K2. 05g (11. 
5m mol) ^DAft«, ^tl$y^DA^7 
5>2. 3 8g (2 1. 0m mo 1) RtfJpBfc&U^ 
A 2. 9 0g (2 1. 0m mol) CD^fWW 
73 F 2 Om 1 B»*lC5k»T-C»^fcaiiL&. SfiT 

nit. 

1 H-NMR (<5ppm, 1^DD*MW 

2. 8 3 (2H, m) , 4. 0 2 (2H, s) , 8. 6 
8 (2H, m) 

mmz LTSkTotoGVa&ftm Lit. 

[0 0 3 0] 5 

n-v^d^^^ n— (l -7xt>hl/r;w ;* 
9^7 s> 

1 H-NMR (<5ppm, fi^DD^I/A*) 

2. 8 3 (1H, m), 4. 2 0 (2H, s) , 8. 6 

2 (2H, m) 

Mass m/z 3 0 3 (M + ) 

[0031] 6 

2 -7 )Vtl^>Wm^9 n^y^Jl/7^ K 
2-y)l*ls>tm2. 2 4g$5Oml0^fW 

*i^>v>U7iA-;i/2. o gseic^^n^+s/ 
3 p 3 . 1 g ettAAflT 1 5 »n»«* 

If -5. ^^TJK^T^^D^^^T^^l. 7g£iD 
&««£«JEES*U SSteBDD*M50ml(: 
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(5) 
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1 H-NMR (dppra, l^DDWAW 
3.6 1 (2H, s) , 3. 9 0 (2H, s) 
[0 0 3 2] ##05 7 

9gS(»fh5tHD77>3 0mll:*#U i0 
T, HIW1. 8ml£fiST& 

4«pWJD»a«Ufc. &V^*#T;<*/~;U0. 7 2 
m 1 fciD^fiT 3 OMm Hr/*^T«*K 1 . 
8ml«tt*.3 0»lD«««l/fc. E«l*ft*»U «f 

n*;kMc**L*ttlt:J- h U *A#wre7Jkfr Utt 

■ H-NMR (tfppm, 1^PD*;PAW 
2.8 8 (4H, s) , 3. 8 6 (2H, s) 20 
[0 0 3 3] 8 

K-i/>;u<\7T)V N — (l-7JP*I/x;» 
7^> 

1 -7Wl/>AM>ty^PA^7^ H 1. 0 
Og (3. 28m mol) l:#7>- THF«#1M 
THFJ8*13ml (13m mol) ftjp*., 6 0V 
IC7, 5«WHl»Ufc. J**V-;U (0. 4ml) 

s&is (3mi) tsiATo. swimeoicicAifttt, 

*«TlN*BflS^-hU!>A3Wttl (5 0ml) £j0;l 
fco ^nS^DD*;l/ATttffl (8 0ml X 20) ft, 30 

ssicx-t^ oomi) 

W4Ntt»llWHW« (2ml) £JO;iT, ffffl 
Ufcefi@*^fflmt^:« ^M^DP^A (8 0m 
1) iZjftJMt lN*Kfc^MJSA*&ffiTffio}fc 
(SOmlxiH) . fSSSW «lffiT^-i:{C 

±0. %nm#o. 9og£#fc, 

1 H-NMR (5ppm, l^PD^MW 

2. 7 1 (1 H, m) , 3. 8 4 (2H, s) , 3. 8 

7 (2H, s) 

Mass m/z 2 9 1 (M + ) 40 

[0 0 3 4] ###! 9 
N-S/^DA^JP N- U-7)V*V~M *?)\, 
75> 

1 — NMR (<5ppm, l^PP^AW 
2. 8 6 (1H, id), 3. 9 0 (2H, s) , 4. 2 
0 (2H, s) 
[0 0 3 5] ##09 1 0 

N-y^PA,^ N— (2-tf7xxi^x;W 
Jl/7^> 50 
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8 

2-k'7xrl/>M#>BL OOg (5. 10m 
mo 1) iiO^lODMFSMft^ (1 0m 

i) tsoti:o. mmmvit. m&m&Tizm 
su *snfc8MK8Hb*3 i i/> (30mi), 

T*#T fc D *\ y ^;l/7 5 > 0 . 8 6g (7. 6 m 

mol) th'JX^7^>0. 77g (7. 6m 
mol) OWfC^Vy (2 0ml) tgtt«ft* Kftl*. 
fco Sfi-eiKffffl»#«, *nn#;k* (5 0ml) £ 
JD*, (5 0ml) U &*flSRvy*}/£A±T 

MSU aftH#tUT7^H*l. 3 9g$f^ 

1 H-NMR (ftppm, lj^DD*;^+) 

1.5 8(1 OH, s) , 4. 10 (1H, m) 

Ma s s m/z 2 9 1 (M + ) 

±fB0D75F#2. 85gS#7>fh7tHD77> 

g^lMTHF®S(3 7ral)^ 6 5tfc8Wrffl 

iJD&bfc, (lml) &&tf®MWl (5m 

i) ^udat6 5x:Ki*mioa«, in*ww-mj 

£A7fcj§J£ (10 0ml) Ztl*9UU*)V 
ATfl&ffl (1 6 0m 1 x 2) U Wm&?#**y*?k 

A-rasi, 73>#i. i9g$«. 

' H-NMR (<5ppm, l^PPWAW 
2. 8 8 (1H, m) , 3. 7 0 (2H, s) 
[0 0 3 6] ##0U 1 1 
N- (5, 6, 7, 8-fh7bHPt7^-l-< 
M -o-7x-M;ww-h N- (5, 6, 7, 
8-fh7tKPt7^-lHW 75>7. 36 
g (5 0m mo 1) *J;tf 1*11X3^7 3 > 6. 07 
g (6 0m mo 1) Oh;Ux> (10 0ml) jSffi 
fC, MTM«7x->)l/7. 8 3g (5 0m mo 
1) OMI,x> (2 0ml) ^ftfJWrfcJDfcfc. ^ii 
ti^MM, smx5P;u (1 0 Ornl) fcJu*, Z. 

ns*^ (i o omi) a, **»7jr*'>!>A±'e 

eHft:«rffl^-r^2:i:fCJ:0, *;l^t*-H*8. 0 8 

1 H-NMR (tfppm, mt?UUft)\,&W 

1. 9 0 (4H, m) , 2. 7 0 (4H, m) , 7. 6 

4 (1H, d) 

Mass m/z 2 6 7 (M + ) 
[0 0 3 7] ##{f9 1 2 

N-v^DA.^;U N- [1- (2-y)l>*U~M 
x^JW 7^> 

2-7-fe^7;^l/>4. 17g (2 0m mol) 
^v^7D^\7 P ^;U7^>2. 3 8g (2 1m mol) 
& 1 3 one 1 4l«mftjHtlfc. WEETKffSlxTllS 

n&»«t, x*/-^ (20ml) , 

MJSA0. 7 6 g (2 0m mo 1) £JJU*_T, Si& 
rifomWLIt. * (1 0 0ml) ^DD 
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9 

**AT?^n*»tB (8 0m ix 2) btzo #mmzm 

;M75AT»«r*;iil;:J:D, 7S>#1. 58g& 
Wc. 

1 H-NMR (dppm, i^DD^AW 
2. 52 (1H, m) , 3. 76 (2H, s) 

[0 0 3 8] 1 3 

n- (x*y-2-y^tf;k2;» n- (9-7xt 

>hl/-W *3\^75> 1 H-NMR (ipp 

m, fi^nntf^M 1 ) 

2. 2 8 (2H, m) , 2. 7 7 (1H, m) , 4. 2 

0 (2H, m) 

Mas s m/z 3 0 1 (M + ) 

[0039] mmm 1 

C : 8 2. 4 7% 
C : 8 2. 2 6% 

[0 0 4 0] SJfcffl 2 

(6, 7, 8, 9-fh7t 
Fn-5H-^>^>^n^r>- 5 JW -3- 
(2, 4, 6-hU7J^D7x-JW £U-7 

1 R (cm" 1 , KBr 1 6 4 0, 1 5 2 0, 1 
4 5 0, 1 1 2 0 

1 H-NMR (dppm, Ij^DnMAt) 

4. 4 3 (1H, m), 4. 7 0 (1H, m) , 6. 6 

7 (2H, m) 

WJ»1 C : 7 3. 0 7% 
F : 1 1. 9 7% 

Sitfil C : 7 3. 0 9% 
Fill. 96% 

[0042] mm 4 

(9-y)l*U-M -3- 
(2, 4, 6-hU7;WD7x=JP) £1/7 
I R (cm- 1 , KB r ft) 165 0, 152 0,1 
4 6 0, 1 1 2 0 

1 H-NMR (dppm, l^DD^I/AW 

4. 6 2 (1H. m) , 4. 7 7 (1H, m) , 6. 4 

2 (2H, m) 

Mass (FAB) m/z 45 1 (M++1) 

[0043] m&m 5 

M -3- (2, 4. 6-h«j7JW-n7i-JW 
7 

IR (cm" 1 , KBr fi© 1640, 1520, 1 
4 5 0, 1 1 2 0 

1 H-NMR (dppm, B*nntfjl/A+) 
3.8 5 (2H, s) , 4. 3 5 ( 1 H, m) , 
4.5 5 (2H, s) , 6. 54 (2H, m) 



(6) *£N§¥4-2 34 8 3 9 

10 

*JW -3- (2, 4, 6-hU^y*7xr:;W £1/7 
MUlON-^a^* N- (2-y)l*u~ 
M *?fr7$>B 8 Omg (3. 3 6m mo 1) ft 
tfN- (2, 4, 6-hU^^7x^;W -0-7x 
-M^A7-h8 2 0mg (3. 2m mol) S N 
;UX> (1 Oml) 4»1 5^WiD^a«ttfc, 
46ft MUX> (5 Oml) iinft 1 N*&ft 

^hU^A*JWrcftofc (5 Oml X20) . *f$Ji 

J0 efiH#9 4 0mg«fft i 
SS jfit 124-126^ 
1 H-NMR (dppm, S^DD#;W*+) 
1.9 6 (6H, s) , 3. 8 9 (2H, s) , 
4.5 8 (2H, s) , 6. 7 6 (2H, s) 
7C*#*T« (Cs . H 3 e N 2 0<hLT) 

H : 8. 0 8% N : 6. 1 6% 
H : 8. 0 2% N : 6. 1 9% 
Mass (FAB) m/z 43 1 (M + +1) 

20 [0041] mmm 3 

1-^da^-1- [ (9-7>h^irx;l/) * 
?M -3- (2, 4, 6-MJ7MD7xz;M £ 
1/7 

SS A 175-177*0 
1 H-NMR (dppm, S^DD^A^) 

3. 2 1 (1H, m) , 5. 6 7 (2H, s) , 8. 4 
8 (1H, s) 

7C*#*f* (Ct a H 2 7 N 2 OF 3 tbT) 
H : 5. 8 1% N : 5. 8 3% 

H : 5. 7 1% N : 5. 8 8% 

Mass (FAB) m/z 46 5 (M + +1) 

[0044] mmm e 

l-i/9U<\7?)\,-\- [ (9-7xt>h^W 
*9-M -3- (2, 4, 6-hU7WD7x-JM 

1 R (cm- 1 . KBr ffi 1 6 4 0, 1 5 2 0, 1 
4 5 0, 1 1 2 0 

40 ' H-NMR (dppm, fi*DD#;kk+) 

4. 5 0 (1H, m) , 4. 8 5 (2H, d) , 
6. 5 1 (2H, m) , 8. 6 0 (2H, m) 
Mass (FAB) m/z 47 7 (M + +1) 

[0045] mmm i 

1-^^PA^-l- [ (9-7xt>h^W 
*9>M -3- (4-7ntf;i,7xx;W »)U7 
IR (cm- 1 , KBr &) 1650, 1520, 1 

2 5 0, 7 5 0 

1 H-NMR (dppm, l^DD^Mt) 
50 0. 8 3 (3H, t) , 2. 4 2 (2H, t) , 
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4. 48 (1H, m) , 4. 8 8 (2H, s) 
Mass (FAB) m/z 46 5 (M + +1) 

[0046] $mm 8 

l-^DA^fJl/-l- [ (2-y)l>*U~M 
M -3- (4- t -^fJl/7x-W SW7 
I R (cm- KBr ft) 166 0, 154 0. 1 
4 5 0, 1 3 3 0 

1 H-NMR (ffppm, l*DD*;^t) 

1. 2 3 (9H, s) , 3. 9 0 (2H, s) , 4. 5 
4 (2H, s) 

Mass (FAB) m/z 4 6 7 (M + +1) 

[0047] m&m 9 

l -i/>7u^-f=?)V~- 1 - [ (2-y)l*\s-M 

M -3- (2, 6-W^7i^W *U7 
I R (cm- 1 , KB r ft) 1 6 5 0, 1 5 1 0, 1 
4 7 0,7 6 0 * 
mizm C : 8 2 . 5 1 % 
C: 8 2. 7 2% 

[0049] 1 1 

1-^DA^-l- [ (2-V))/*V-)V) j*? 1 
JW -3- (2, 6-^XWx-;W £1/7 
fit A 134-13 5<C & 
«£te C : 8 2. 3 5% 
WSSim C : 8 2. 3 6% 

[0 0 5 0] ^SS0H 1 2 

1-^DA^-l- [ {Z-7MkV—M 
M -3- (2, 6-*MV7W)V73L~)l) 
I R (cm- 1 , KBr tt) 1 6 5 0, 1 5 0 0, 1 
47 0, 1 240 

1 H-NMR (<5ppm, l^DD^l/AW 

2. 98 (2H, m) , 4. 00 (2H, s) , 4. 7 

0 (2H, s) 

Mass (FAB) m/z 4 9 5 (M+l) 

[0051] mmm 13 

i-^D^f;!/-i- [ (2-7x^->M/-;W 

*?JM - 3- (2, 4, 6-hU7Jl/tD7xZJM 

IR (cm" 1 , KBr £) 1640, 1520. 1 

1 2 0, 7 5 0 

1 H-NMR (<5ppm, i*DD*Mt) 
4. 43 (1H, m) , 4. 74 (2H, s) , 6. 5 
8 (2H, m) 

Mass (FAB) m/z 4 7 7 (M + +1) 
[0 0 5 2] fiscal 14 i 

C : 8 2 . 5 4 % 
S!&{I C: 8 2. 7 2 % 

[0054] $mm 1 6 

1 -i/^7U^^)V- 1 - [ (l-7xt>M/-;W 
-3- (2, 4, 6-hU7Mn7x-;W 

OUT 



12 



* l H-NMR (<5ppm, I^DDjJnMW 
2.0 0 (6H, s) , 3. 9 0 (2H, s) , 
4.6 0 (2H, s) , 6. 9 5 (3H, s) 
7t%ftVrm (Ca o Ha < N 2 Otlt) Stefi 
C : 8 2. 18% H:7. 94% N : 6. 2 2 
%S^ffl C : 8 2. 15% H : 7. 8 1% 
N : 6. 3 9% 

[0 0 4 8] i o 

1 - y^D^jl.- 1 - [ (9-7xt>M/^iW 
i0 *?;M -3- (2, 4, 6-hU*y*7x=JW * 
l"7 

St & 10 8-1 1 Ot: 

1 H-NMR (<5ppm, fi^aa2ft;i/A*) 
2.0 6 (6H, s) , 4. 6 0 ( 1 H, m) , 
5. 0 0 (2H, s) , 6. 7 6 (2H, s) 
7C*»«T« (C 3 2 Ha e N 2 0<hUT) 

H : 8. 0 2% N : 5. 9 3% 
H : 7. 8 1% N : 6. 0 3% 
3K l H-NMR (dppm, S^DD 3j>^l/i^ 40 
,20 1.0 9 (6H, t) , 2. 5 0 (4H, q) , 
4. 0 0 (2H. s) , 4. 6 9 (2H, s) 
7C*»SN1 (Ca 2 Ha a N 2 OtbT) 

H : 8. 2 1% N : 5. 9 0% 
H : 8. 2 1% N : 6. 0 0% 
★ l-^^D^^U-l- [ (2-7xt>M/^M 
*^;U ~3- (2, 4, 6-MJ*WV!7xry» £ 
U7 

M & 120-122t 

IR (cm" 1 , KBr ft) 1630, 1510, 1 

2 6 0,8 1 0 

1 H-NMR (dppm, l?OD*Mt) 

1. 9 4 (6H, s) , 4. 7 0 (2H, s) , 6. 7 

2 (2H, s) 

Mass (FAB) m/z 46 5 (M + +1) 

[0053] mmm 15 

1 - i/^PA^- 1 - [ (1 -7x^>h !/-;!/) 
*7M -3- (2, 4, 6-hU^f;i/7xZJW V 
1/7 

88 £ 1 6 3-1 6 5t: 
40 1 H-NMR (<5ppm, l^PDWAif) 

2. 0 6 (6 H, s) , 5. 0 5 (2H, s) , 6. 7 
7 (2H, s) 

7C*»«ftt (Ca 2 Ha e N 2 0£bT) 



H : 7. 9 7% N : 5. 8 6% 
H : 7. 8 1% N : 6. 0 3% 

I R (cm- 1 , KB r £) 1 6 5 0, 1 5 2 0, 1 
1 2 0, 7 5 0 

1 H-NMR (flppm, l^DDWAW 
50 4. 44 (1H, m) , 5. 05 (2H, s) , 6. 6 
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2 (2H, m) 

Mass (FAB) m/z 4 7 7 (M + +1) 
[0 0 5 5] 9ffiW 17 

M -3- (2, 4, 6-HJ*g\>l/7x-;W «)l/7 
jMttt C : 8 2. 0 1% 
Sf&fi C : 8 2. 2 6% 

[0 0 5 6} ^ffiflj 18 

M -3- (2, 4, 6-hU^^;l/7x-;W £1^7 

% jft 133-136X: 

Sfetfil C : 8 2. 0 2% 
Wm®. C : 8 2. 2 6% 

[0057] mmm 19 

l - y^DA^fji/- 1 - [ {2-y)V*V-M 

M -3- (2, 4, 6-hU^^I/7xn;W 

I R (cm- 1 , KB r ®) 2 9 3 6, 1 6 3 2, 1 

4 94 

1 H-NMR (5ppm, l^DD^AW 
2.12 (6H, s) , 2. 2 2 (3H, s) , 
3. 00 (2H, t) , 3. 52 (2H, t) , 
3. 84 (2H, s) 

Mass (FAB) m/z 46 7 (M + +1) 
[0 0 5 8] 2 0 

l-^D^fJl/-l- [ {2-?MrV~M X^ 
M - 3- (2, 4, 6-hU7WD7xZ;W 
7 

I R (cm- 1 , KB r » 163 8, 152 2,1 

4 5 2, 1 1 2 0, 1 0 44 

1 H-NMR (fippm, I^DD^AW 

3. 0 0 (2H, t) , 3. 5 2 (2H, t) , 3. 8 

4 (2H, s) 

Mass (FAB) m/z 4 7 9 (M + +1) 
[0 0 5 9] glkff 2 1 

(6, 7, 8, 9-rh7t 
HD-5H-^>7y>D^f>-5- f;W -3- 
[p- (N, N-*J**)V7$J) 7x-JH ^WT- 



N-j/JDA^- (6, 7, 8, 9-rh7bHD 
-5H-^>!/y^D^f-JW 7^>0. 8 0 g 
(3. lm mol) tA- (N, N-S^yjPTS 
J) 7i-MVy7t-hO. 50g (3. lm m 

0 1) S^DD^J> (10ml) +, ^ITI 8B# 

0, ±IBomK«0. 7 2gS»fc. 

1 R (cm- 1 , KB r ft) 166 0. 152 0,1 
3 2 0 

1 H-NMR (<5ppm, Hi7UUHV),hs¥) 
3. 1 3 (6H, s) , 4. 4 0 ( 1 H, m) , 



(8) 1$Si¥4-2 3 4 8 3 9 

14 

*U A 18 3-1 84^ 

1 H-NMR (fippm, l^an^AW 

2. 0 0 (6H, s) , 3. 8 3 (2H, s) , 4. 5 

8 (2H, s) 
* 5c*#*HI (Cs i H 3 6 N 2 Otl/T) 
H : 8. 0 6% N : 6. 2 5% 
H : 8. 0 2% N : 6. 1 9% 

H-NMR (fippm, l^DDMAW 

2. 0 4 (6H, s) , 3. 9 5 (2H, s) , 4. 9 
10 7 (2H, s) 

5c*»«r« (Cs i H 3 e N 2 OtLX) 
H : 8. 14% N : 5. 9 4% 
H : 8. 0 2% N : 6. 1 9% 

7. 2-7. 5 (8H, m) 

Mass (FAB) m/z 42 1 (M + +l) 

[0060] mmm 22 

[ (2-tf7xxl/x;U) * 
-3- (2, 4, 6-MJ*^;|,7xx;W *u 

7 

# N-v^D^^;U n- (2-t7xxux;W 
;]/7^>l. lOg (3. 9 6m moDMtfN- 

(2, 4, 6-hy^?;P7in;w -o-7xzM 

;WW-h0. 7 7g (3. 0 0m mol) SHI/X 
> (10ml) +2 4^MJ0^ffl«SL&. h;l/X> (5 
0ml) fcJn*. JineiN*»fti-hU^A*»* 
(5 0ml X 2) Tffiofco «*l»»Tif*^A±T 

KT-BJltfciD. £U7#0. 83g*»fc, 
gt jft 123-1 24<C 
30 I R (cm- 1 , KB r ft) 1630, 1510, 7 
40 

1 H-NMR (fippm, l?nn*Mt) 

2. 0 5 (6H, s) , 2. 2 0 (3H, s) , 4. 2 

4 (2H, s) 

Mass (FAB) m/z 43 9 (M + +1) 

mm\z iTEtT^^Mifc. 

[0 0 6 1] *J60I 2 3 

1-y^UA^-l- [1- {2-y)\,*]s—M 
X*M -3- (2, 4, 6-h'J^f^7xr;|/) ^ 
40 V7 

I R (cm- 1 , KB r ft) 1650, 1500, 1 
240, 740 

1 H-NMR (fippm, I^DDjJnMW 
2.0 3 (6H, s) , 3. 8 8 (2H, s) 
Mass (FAB) m/z 46 7 (M + +1) 
[0 0 6 2] 2 4 

i- (x*v-2-y;v#;i^i;» - 1 - [ (9-7i 

1r>YV-M -3- [1- (5, 6, 7, 8 

-yh?hHn^7^*) 1 *U7 
50 I R (cm- 1 , KB r ft) 1650, 1530, 1 
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&RPP4-2 34 8 3 9 



15 

2 3 0, 7 5 0 

1 H-NMR (<5ppm, MZUUftfr&tp) 
2. 6 0 (2H, m) , 5. 14 (2H, s) 
Mass (FAB) m/z 4 7 5 (M + +1) 



16 
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NH 
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[0 0 64] 
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(10) »M¥4-2 34 8 39 

17 18 



7 


ft * * * 3 


g 


H 

coo w 


9 




10 




11 


HNCq— 

6o 


12 


CH. 


13 





[0 0 6 5] [£3] 
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(11) #M¥4-2 348 3 9 

19 20 



i 


it ¥ m * s 

0 CH, 


2 




3 




4 




6 





[0 0 6 6] [«4] 
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21 



10 



[0 0 6 7] 



(12) 



!t$S8¥4-2 3 4 8 3 9 



22 



it * m a a 




CEjCflJCH. 



0 CH, 



O CH. 



CHi 



«5] 



-364- 



(13) *JM¥4 - 2 3 4 8 3 9 

23 24 





<t * a a a 


11 


0 CJ3. 

O^xrr>0 

w 


12 


0 CHCCHO. 

/V\ CH(ca), 


13 


0 ^ 


14 


0 CH, 


15 





[0 0 6 8] [«6] 
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(14) «ffl¥4-2 348 39 

25 26 



m * 


<t * n & sc 


16 


0 


17 


j^Hj CH. 

<J — OT 


18 


/ H \ CHi 


19 


CH, 

\ / 


20 


F 



[0 0 6 9] tS7] 
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(15) 



3 4 8 3 9 



27 



28 



21 



22 



23 



24 



ft * « a x 




N (CK0..HC1 



at 




[0 0 7 0] 

[*««>»*] *B9Hfr&* (i) Xtt^-roigtt, ac 

U ffFBrtfc^ltanWXxn-JKOSflsftms^iitf 
-srtlciOii'fnwx-rn-^cofiTcD^.a&f, Sft 

tifs.\,\ (i) xii-e-alitt. n« 

Jt£'J#SG (LDL) ©ttTflUSSffbTfcD, IBS 

[0 0 7 1] ^©^•sirLTfli 

1) ACAT»3il!£?§tt 50 



Xfn-*7->Jl'h7>X7i7- M (ACAT) Si* 
ICftfSlfigfWB 

mj6ffF5^ny-A&He Ider" ©aftfcttoT 
HIU **B»if«. 0. 15 4MU>Kg«JS 
(pH7. 4), 2mMm XW-f J — 6^M^ 
Jtof»7;l^^5>, 1 0 - 1 0 0 « gS^DV-AIift 
»£, Suckling 2 ) ©*Stfcfl6oTH»l/fcU# 
V-A&2 0Kv/v£fc£<fc5K:;tinA5,, cniC«-« 
ffik&fc&%)<0V* 1 ?-)l*)V7**i< mm* 2%v/ 
vTiDA, 3 7*0, 5 #mini&f -5. « C 

-f Vt-OVCo A££tf, 3 6tfMtWJKoA 

suda, 3 7"c, lo^mnnatm ?nn*;uA/ 
**v-^ (=2/d ^miLTRit:$f?±f a. tm 

d d*jua)1 CtttHSnan l/^r n-)l>* 'J x-f 

JtbACATStttl/fc. fl&tl&J6^**8C*f. 
[0 0 7 2] 
[*83 
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(16) 



1$IB¥4-2 34 8 3 9 



29 



30 



it 6 ft 


ACAT 


*» W $ ft « t 


7.3 x 10- 


*£H£ftttl 10 


6.1 x 10-* 



[0 0 7 3] 1) J . G. He i d e r et. a 
1. J . of Lipid Re s. Vo 1. 2 
4. 1 1 2 7-3 4 (1 9 8 3) 
2) K. E. Suckling e t. a 1. FE 
BS Letters. Vol. 151, No. 1 1 
1 1-1 1 6, (1 9 8 3) 

[0 0 7 4] i i) mWfcTftm : 4^5i@^(DX^7 
# HiMJ— <S prague -Dewley) tf)!H$ 

5yM:3i/xfD-*i. sxtrnttmo. 5%^ 

o. 5%*mm\zumttt±*s&m(&to (i) *ih 
iE«p^>xtc<toTa#u a*&42Rh«icx 



*L-3i/Xrn-;ucD3£iai£Lfc« 3i/Xxn-;KD 

'J-I19i 8 3 8H 1981* (Siedel, 
J. , et a 1 ; C 1 1 n. Che m. Clin. B 
lochem. JJ 838 (1981)) fcE«S 
nTViSSftT, ^^HDL-zil/XxP-JU^jM^^ 
UKyH»ll*6 2 8ll 9 7 6¥ (I s h i kaw 
a, T. T. , e t a 1 . , L i p i d s _L_1_ 6 2 
8 (1 9 7 6)) CE«3nTV^*feTffftt5fc. 

2? [0 0 7 5] 
[*9] 



ft 6 ft 


(ED. ; mVL mg/k ff ) 


*ft99£ttffl 1 


8.8 


**HJI*M 10 


1.7 


GB-A-2 113 684 
Hlfeff 212 


249 


BP-A-0 335 375 


E14 



[0 0 7 6] *%mt&vi (I) X\Z*<DmZ±l$.ftt 

». *jw. *7±.)m mm, mi mimzzzn 

□84, ffSfttOSittl. 



fc0 5 0~5OOmgiSt?ifc!3, Ctt£ 1 ST, &5 
2 ~ 4 [HKlttttT&^-rS. 



[#tt»JEl] 
MjE»«#S*1 9MB* 

[ffiEftlfe] 381 
[ffiEA*] 

[»#Jg5] i -->{;a^^)V- 1 - (2-7;u^ 

V=.)V*?-A) -3- (2, 4, 6-h'J^7iX 



1- (9-7it>KJ/=JWfJl') -3- (2. 4. 
6 - HJ *^7x=.>W VU7X\t*<DM. 
[#K9iiE2] 

[fltiEttMig] 0 0 64 
HUE**] 
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(17) 8-3 9 

\ 

[0 0 6 4] , ., 



* * 

7 


ft ¥ * * 3 

O^Ct Vmi — ® 


8 




9 




10 




11 


6o 


12 


CH. 


13 





(si) int. ci. 5 Mmre jfwssas^ fi &m&mm 

C 0 7 C 275/40 6917-4H 
// C 1 2 N 9/99 

<72>SMW SK* ffi- 

^*S»0<«m#B2-35-2 Xh>7- 
;i^B406^ 
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